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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 
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Application Papers 
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Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
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DETAILED ACTION 
Status of the Claims 

1. Claims 20, 22-23, 25-29, 31, 33-34, 36 and 40-43 are pending. 

Applicants' amendment filed on December 13, 2006 is acknowledged. Applicants' 
response has been fully considered. Claims 20 and 22 have been amended, and claim 30 has 
been cancelled. Thus, claims 20, 22-23, 25-29, 31, 33-34, 36 and 40-43 are examined. 

Withdrawn Claim Objections 

2. The previous objection of claims 30 is withdrawn in view of applicants' cancellation of 
the claim in the amendment filed December 13, 2006. 

Maintained Claim Rejections - 35 USC §103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

3. Claims 20, 22, 23, 25-29, 31, 34 and 40-43 are rejected under 35 U.S.C 103(a) 
as being unpatentable over Suzuki et al (US Patent 6,197,326, filed October 14, 
1998) in view of Igari et al (US Patent 5,416,071, published on May 16, 1995). 

Suzuki et al teach an intra-articular preparation for the treatment of arthropathy, which 
comprises microcapsules of a biocompatible, high molecular weight substance such as PLGA, 
homopolymer or copolymer of lactic acid, glycolic acid, caprolactone and others (column 1 , lines 
45-60; column 2, line 66-column 3, line 30; claims 25-27), and a drug such as steroid agents, 
cyclosporin (a cyclic peptide; column 3, lines 44-64; claims 28); and the microcapsules can be 



I 

t 

Application/Control Number: 09/687,95 1 Page 3 

Art Unit: 1656 

administered in the form of injection by suspending it in a dispersion medium, where injection- 
grade water may be used as the dispersion medium, further, a buffer, an isotonicity (e.g., NaCl; 
claim 23), and others can be added, particularly a microcapsule-dispersing medium which 
contains hyaluronic acid, or chondroitin sulfate or salts thereof is particularly preferred (column 
4, line 60-column 5, line 8; claims 34). Suzuki et ah also teach injection of beclomethason 
propionate in a dose of 1 mg (the drug content is 8.8-10.2 % in microcapsules corresponding to 
microcapsules in 1 1.4-9.8 mg for Examples 1-5, Table 1; Test 1) or dexamethasone in a dose of 
9 mg (the drug content is 3.8 % in microcapsules corresponding to microcapsules in 237 mg for 
Example 8, Table 2; Test 4) into knee joint of rabbits. Although the reference does not 
specifically indicate the volume used in the injection, it does indicate the use of 10 ml in the test 
of release of dexamethasone-containing microcapsule samples, thus the concentration of 
microcapsules can be 1 or 24 mg/ml in the injection (Test 3; claim 31). However, Suzuki et ah 
do not teach the concentration of hyaluronic acid in the formulation. 

Igari et ah teach a pharmaceutical composition suitable of injection comprising 
erythropoietin (Examples 1-1 1) or other biological agents such as NGF (Example 12) and 
hyaluronic acid, where hyaluronic acid, a high molecular weight compound which is known to 
be biodegradable and pharmacologically injectable at the concentration of 0.01 to 3% (weight to 
volume), more preferably about 0.05 to 2% (column 3, lines 63-column 4, line 21; column 7, 
lines 51-58; column 13, lines 43-46). 

At the time of invention was made, it would have been obvious that one of ordinary skill 
in the art has been motivated to combine the two references to administer a biologically active 
agent by injecting a formulation comprising hyaluronic acid, buffer and a microcapsule of a 
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biocompatible polymeric substance and a biologically active agent as taught by Suzuki et al 
using the concentration of hyaluronic acid as taught by Igari et al (claims 20, 22, 29, 40-43) 
because hyaluronic acid at the concentration of 0.01 to 3% (weight to volume) would allow the 
formulation be easily administered using a small-gauge needle such as 26 G (column 3, lines 63- 
column 4, line 11), which results in the claimed invention and was, as a whole, prima facie 
obvious at the time the claimed invention was made. 

Response to Arguments 

Applicants indicate claims 20 and 22 as newly amended herein now recite the phrase 
"wherein the concentration of the polymeric matrix is about 1 mg/mL to about 500 mg/mL of 
formulation. Neither Suzuki, or Igari, taken alone or together, teach or suggest a polymeric 
concentration of 1 mg/mL to about 500 mg/mL as now recited in claims 20 and 22. The Office 
explicitly acknowledges this fact in its objection to, but not rejection of, claims 30, 31, 33 and 
36. Thus, because Suzuki and Igari fail to render obvious independent claims 20 and 22 as 
amended, the documents fail to render obvious claims 23, 25-29, 34 and 40-43 dependent 
therefrom. Therefore, the rejection should be withdrawn (pages 7-8 of the response). 

Applicants' response has been fully considered, however, the arguments are not fully 
persuasive because Suzuki et al. teach injection of beclomethason propionate (Test 1) in a dose 
of 1 mg (the drug content is 8.8-10.2 % in microcapsules, corresponding to microcapsules in 
1 1.4-9.8 mg for Examples 1-5, Table 1) or dexamethasone in a dose of 9 mg (the drug content is 
3.8 % in microcapsules, corresponding to microcapsules in 237 mg of Example 8, Table 2; Test 
4) into knee joint of rabbits. Although the reference does not specifically indicate the volume 
used in the injection, it does indicate the use of 10 ml in the test of release of dexamethasone- 
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containing microcapsule samples, thus the concentration of microcapsules in the injection can be 
1 or 24 mg/ml (Test 3), which meets the limitation for the concentration of polymeric matrix in 
the claimed invention, thus, the rejection is maintained. 

Claim Objections 

4. Claims 33 and 36 are objected to as being dependent upon a rejected base claim. 

Conclusion 

5. Claims 20, 22, 23, 25-29, 31, 34 and 40-43 are rejected, and claims 33 and 36 are 
objected to. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Chih-Min Kam whose telephone number is (571) 272-0948. The 
examiner can normally be reached on 8.00-4:30, Mon-Fri. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Kathleen Bragdon can be reached at 571-272-0931. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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